Expression data were analyzed using two separate analysis platforms. The data were entered into the LIMMA package developed for the R statistical platform and validated using the GeneSpring GX 10 software (Agilent). The data were cross-array normalized using quantile normalization. Linear models were fit for genes in the dataset using construct (control or hairpin) and differentiation status (un-differentiated or differentiated) as predictors to identify genes whose expression showed a significant (p < 0.05) dependence upon the construct or differentiation state, or both. The multiple comparison method of Benjamini and Hochberg was used to correct for predicted false discovery.
To look for preferential changes in AU-rich genes, a list of all known AU-rich genes in the mouse genome was obtained from the AU-rich element containing mRNA database (ARED Organism, March 2008 release) 1 . The complete set of genes was classified as either AU-rich or non AU-rich. The fraction of AU-rich genes with a folddifference between hairpin-expressing and controls above a given cutoff was calculated.
The fold-differences were randomly reassigned across the entire geneset 10,000 times.
For each permutation, the fraction of AU-rich genes randomly assigned a fold-difference above the cutoff was calculated. These permutations were used to define a null set. AUrich genes were said to be significantly enriched or depleted at a given cutoff if the fraction of AU-rich genes above the cutoff was less than 2.5% or greater than 97.5% of the null set (two-tailed test).
To determine AU-rich gene enrichment, we implemented a simplified gene set enrichment analysis (GSEA) algorithm [2] [3] [4] . The data were ranked according to the Bayesian moderated t-statistic for the base-2 log-transformed fold-difference between the hairpin-expressing and control cells. An enrichment profile was generated by "walking" across the data, increasing the score when the gene encountered is AU-rich; decreasing the score when it is not. As such, the enrichment profile represents a "random walk". If a particular area of the dataset is enriched for AU-rich genes, the profile will be deflected upwards. The weighting of the step at gene x i is given by:
given a geneset, s, made of n s genes of a total N genes. This weighting is such that the total increases and decreases are equal, giving the random walk a net displacement of zero. The overall enrichment score is the maximum deviation of the walk, negative or positive, from zero. This algorithm differs from the more recently developed GSEA algorithms in that the genes were not weighted according to the test statistic. As a result, the enrichment score represents a Kolmogorov-Smirnov statistic. To test for significant enrichment, the six samples were permuted for each gene and the t-statistic and enrichment score recalculated. This was repeated 1,000 times to generate a null distribution of enrichment scores. An enrichment score greater than the fraction of null enrichment scores set by 1 -α is considered significant.
Gene expression profiling-t-MN patient samples
We performed gene expression profiling on leukemia cells from 38 patients with t-MN using Affymetrix GeneChip HT HG-U133+ PM microarrays according to the manufacturer's instructions. Signals from all samples were normalized using the Robust Multichip Average (RMA) algorithm implemented in the Bioconductor R package 5 .
Differential expression analysis of t-MN patients with and without del(5q) was performed using limma (linear models for microarray data) 6 with estimation of false discovery rate (FDR) 7 . Probesets with FDR <0.3 were considered to be differentially expressed. Among these genes, 515 genes appear in the list of AU-rich genes from the ARED database (ARED Organism, March 2008 release). A heatmap of 515 genes AU-rich genes was then generated using Spotfire Decision Site 9.1.1 (Tibco).
To examine expression of human HNRNPA0, we performed gene expression analysis of the human hematopoietic stem cell lineages using previously published data 
MEP). Erythroid cells (ERY1-5). CFU-MK (MEGA1) and megakaryocyte (MEGA2).
Granulocyte/monocyte progenitor (GMP), CFU-G (GRAN1), neutrophilic metamyelocyte (GRAN2), neutrophil (GRAN3), CFU-M (MONO1), monocytes (MONO2), eosinophil (EOS), and basophil (BASO). Myeloid dendritic cell (DENDa2) and plasmacytoid dendritic cell (DENDa1). Early B cell (Pre-BCELL2), pro-B cell (Pre-BCELL3), naive B cell (BCELLa1), mature B cell, class able to switch (BCELLa2), mature B cell (BCELLa3), and mature B cell, class switched (BCELLa4). Mature NK cell (NK1-4). Naive CD8+ T cell (TCELL2), CD8+ effector memory RA (TCELL1), CD8+ effector memory (TCELL3), CD8+ central memory (TCELL4), naive CD4+ T cell (TCELL6), CD4+ effector memory (TCELL7), and CD4+ central memory (TCELL8).
For easier visualization, populations within the same lineage were merged, as indicated in the figure.
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a Genes shown are members of the "leading edge" and show a 1.5-fold or greater difference in expression between hairpin-expressing and control cells. b Fold-change (hairpin-expressing cells relative to control cells). [1] Genes positively enriched in both undifferentiated and differentiated cells. [2] Genes negatively enriched in both undifferentiated and differentiated cells. differentially expressed (FDR <0.3) in t-MN  del(5q) vs. non-del(5q) t-MN 
